No association with the neuregulin 1 haplotype to Japanese schizophrenia N Iwata, T Suzuki, M Ikeda, T Kitajima, Y Yamanouchi, T Inada, N Ozaki Previous studies show that genetic haplotype within the neuregulin 1 gene (NRG1) increases the risk of developing schizophrenia. The authors described a negative replication that a haplotype of NRG1 did not associate with schizophrenia. Of 607 Japanese schizophrenic patients and 515 controls, the estimated frequency of the core at-risk haplotype had no difference between patients (4.5%) and controls (4.3%). The data suggests that NRG1 haplotype is unlikely to be associated with increased risk of schizophrenia.
FEATURE REVIEW Protein profiling of human postmortem brain using two-dimensional fluorescence difference gel electrophoresis (2-D DIGE) JE Swatton, S Prabakaran, NA Karp, KS Lilley, S Bahn The authors describe how two-dimensional fluorescence difference gel electrophoresis (2-D DIGE) can be applied to quantify protein expression changes in human postmortem brain tissue. The advantages and potential pitfalls of 2-D DIGE technology are discussed, and steps to the identification of valid differentially expressed proteins between experimental groups is outlined, with particular reference to human post-mortem brain samples.
IMMEDIATE COMMUNICATION
Linkage analysis for autism in a subset of families with obsessive-compulsive behaviors: Evidence for an autism susceptibility gene on chromosome 1 and further support for susceptibility genes on chromosome 6 and 19 JD Buxbaum, J Silverman, M Keddache, CJ Smith, E Hollander, N Ramoz, JG Reichert Linkage analysis was carried out in autistic families with severe obsessive-compulsive behaviors, selected from a larger set of autistic families. The strongest evidence for linkage in this subset was on chromosome 1. A smaller subset of families, who had the most severe obsessive-compulsive behaviors, generated results indicating that most of this evidence came from families in this smaller subset. The data points to an autism susceptibility gene on chromosome 1 that is associated with the severity of obsessive-compulsive behaviors.
ORIGINAL RESEARCH ARTICLES
Human catechol o-methyltransferase genetic variation: Gene resequencing and functional characterization of variant allozymes AJ Shield, BA Thomae, BW Eckloff, ED Wieben, RM Weinshilboum Catechol O-methyltransferase (COMT) is an enzyme that can metabolize neurotransmitters, like dopamine. The authors investigated genetic changes (polymorphisms) in the human COMT gene using DNA samples from both African-American (AA) and Caucasian-American subjects. Two polymorphisms altered the COMT protein. One, found only in AA subjects, did not greatly alter COMT enzyme activity. The second common polymorphism was associated with decreased enzyme activity, due to decreased level of COMT protein, in both cell cultures and human liver samples.
A genome-wide scan for loci of asperger syndrome T Ylisaukko-oja, T Nieminen-von Wendt, E Kempas, S Sarenius, T Varilo, L von Wendt, L Peltonen, I Järvelä The authors performed a genome-wide scan in a total of 17 multigenerational Finnish Asperger families. In the initial screen, Z max 41.5 was observed on nine chromosomal regions, 1q21-22, 3p14-24, 3q25-27, 4p14, 4q32, 6p25, 6q16, 13q31-33 and 18p11 . After the fine mapping stage, the highest LOD scores were observed on chromosomes 1q21-22 (D1S484, Z max dom ¼ 3.58), 3p14-24 (D3S2432, Z max dom ¼ 2.50) and 13q31-33 (D13S793, Z max dom ¼ 1.59). Linkage for the regions on chromosomes 1q and 3p has previously been reported in several other studies of autism spectrum disorders. Attention deficit hyperactivity disorder is a genetically influenced, childhood onset condition. The pathophysiology is unknown, but there has been recent interest in the role of glutamate. Recently reported linkage findings suggest that a susceptibility locus for ADHD lies on chromosome 16p13. The gene GRIN2A that codes for the glutamate receptor NMDA2A maps to this region. The authors undertook family-based association analysis in 238 families of children with ADHD. Significant evidence of association with a variant in GRIN2A was found. These findings require replication and further work on GRIN2A and ADHD is warranted.
Stress-induced alternative splicing of acetylcholinesterase results in enhanced fear memory and longterm potentiation I Nijholt, N Farchi, M-J Kye, EH Sklan, S Shoham, B Verbeure, D Owen, B Hochner, J Spiess, H Soreq, T Blank Exposure to a stressful situation potentiates fearrelated learning and memory. A collaborative German-Israeli team investigated the underlying molecular mechanism and discovered that emotional stress induces a change in the expression of the acetylcholinesterase gene. A different form of acetylcholinesterase, the stress form, is generated. This form intensifies neuronal activity and fear memory, as demonstrated by the suppression of these processes by selective inhibition of this stress-related acetylcholinesterase variant.
Upregulation of CB1 receptors and agonist-stimulated [
35 S]GTPc S binding in the prefrontal cortex of depressed suicide victims BL Hungund, KY Vinod, SA Kassir, BS Basavarajappa, R Yalamanchili, TB Cooper, JJ Mann, V Arango Animal studies reveal that tetrahydrocannabinol (THC), the main psychoactive component of marijuana, produces its effects by attaching itself to a specific receptor in the brain. This receptor is found in high abundance in regions of the brain associated with behavioral, cardiovascular, psychomotor, and cognitive functions. The current study demonstrates for the first time that suicidal behavior may be associated with functional defect in cannabinoid system in the brain. Recently, a linkage study on bipolar (BP) disorder observed a two-point parametric LOD score of 3.62 on chromosome 8q24, where the authors had also detected linkage in their BP pedigrees. They now fine-mapped the region and performed parametric and nonparametric analyses. The two-point parametric analysis produced an LOD score of 3.32 for marker D8S256, providing the second reported genome-wide significant finding on 8q24. The region is 2.3 Mb wide and contains interesting candidate genes.
A meta-analysis of the association between the serotonin transporter gene polymorphism (5-HTTLPR) and trait anxiety JA Schinka, RM Busch, N Robichaux-Keene
The authors conducted a meta-analysis of existing studies to provide formal statistical measures of the strength of the relationship between the serotonin transporter gene (5-HTTLPR) and trait anxiety. For the entire collection of 26 studies, results provided no support for a relationship between anxiety and the presence of the short form of the 5-HTTLPR polymorphism. However, studies using the neuroticism scale of Costa and McCrae were found to produce a small positive effect (d ¼ 0.23).
Examination of G72 and D-amino-acid oxidase as genetic risk factors for schizophrenia and bipolar affective disorder J Schumacher, R Abou Jamra, J Freudenberg, T Becker, S Ohlraun, ACJ Otte, M Tullius, S Kovalenko, A Van Den Bogaert, W Maier, M Rietschel, P Propping, MM No¨then, S Cichon A recent study has suggested that the genes for G72 and D-amino-acid oxidase (DAAO) exert an influence on susceptibility to schizophrenia. The authors aimed to replicate this finding in schizophrenia patients and to assess whether G72 and DAAO might also contribute to bipolar affective disorder (BPAD). At G72, SNPs and a four-marker haplotype were associated with schizophrenia. The most significant SNP as well as the haplotype were also associated with BPAD. DAAO was associated with schizophrenia, but not with BPAD.
Confirmation and refinement of an 'at-risk' haplotype for schizophrenia suggests the EST cluster Hs.97362 as a potential susceptibility gene at the neuregulin-1 locus AP Corvin, DW Morris, K McGhee, S Schwaiger, P Scully, J Quinn, D Meagher, D St Clair, JL Waddington, M Gill Neuregulin-1 (NRG1) has recently been suggested as a susceptibility gene for schizophrenia. Two studies identified a pattern of genetic markers (termed a haplotype), which spanned the NRG1 gene and was more common in Icelandic and Scottish subjects with schizophrenia than in the general population. In this Irish study, the authors identified a refined haplotype that overlaps with the original finding and is found in excess in Irish and Scottish schizophrenia subjects. This may be important in positioning the NRG1 mutation that contributes to schizophrenia susceptibility.
Genome-wide scan in Portuguese Island families identifies 5q31-35 as a susceptibility locus for schizophrenia and psychosis P Sklar, MT Pato, A Kirby, TL Petryshen, H Medeiros, C Carvalho, A Macedo, A Dourado, I Coelho, J Valente, MJ Soares, CP Ferreira, M Lei, A Verner, TJ Hudson, CP Morley, JL Kennedy, MH Azevedo, E Lander, MJ Daly, CN Pato In a collection of Portuguese families with schizophrenia, strong evidence for linkage to chromosome 5q was detected. This linkage was found in a region previously implicated in multiple studies as well in as a meta-analysis. In an enlarged sample of Portuguese families, a genome scan using psychotic individuals selected from families with schizophrenia and/or bipolar disorder linkage to this same region was detected, suggesting that this same chromosome 5 region may harbour a susceptibility locus for psychosis.
